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Ouinidinc Gluconate Sustained Medication 
v Tablet 

T.ugioHomado, PorWo.ie, Pennsylvania, U.S.A., 
clgnor to Wynn Pharmacol Corporation, Phila- 
delphia, Penn.yUonla. U.S.A. 
Application Juna 1,-1959, Serial No. 775,660 
.2 Clalm»-No drawing 

Our invention relates to a sustained medication 
tablet and more particularly relates to a therapeutic 
composition of quinldine gluconate for oral adminis- 
tration wherein the tablet will disintegrate at a con- 
trolled rate throughout the entire digestive tract 
releasing the active drug over an extended period 

° f in accordance with this invention, the quinidine 
gluconate is continuously released from the tablet 
over a long period of time comparable with the total 
period of the body's digestive processes. Since 
oulnidine gluconate is utilized to insure regularity 
of heartbeat, it Is important that the rate at which 
this drug is Introduced by digestion does not exceed, 
even temporarily. . a level producing toxic effects. 
Thus, by preventing the release of the drug in 
excessive quantities, toxicity of other undesirable 
side effects, are avoided because of the limitation 
of the maximum amount of the drug at any time 
available for absorption by trfe body. Therefore, it 
becomes practical to accurately control body levels 
by oral administration of a single large dosage of 
trie drug to provide a level sufficient to meet the 
needs of the heart. 

Accordingly, it is an object of our Invention to 
provide a tablet for the oral administration of 
quinidine gluconate so that the heart will receive 
the beneficial effects thereof over an extended 
period of ttme. 

Another object of our invention is to provide a 
tablet for the oral administration cf oulnidine 
gluconate wherein a portion of the active drug is 
carnally released immediately within the mouth 
followed by constant and controlled release through 
out the entire gastro-intestinal tract. 

Another object of our invention is to provide a 
single dosage tablet of quinidine gluconate wherein 
the therapeutic effectiveness of the drug will be 
available for distribution to and absorption by the 
body over a period of from ten to twelve hours. 

Another object of our invention is to provide a 
single dosage tablet or quinidine gluconate wherein 
release of excessive quantities of this drug at any 
time within the body*is avoided and wherein the 
amount or this agent available for absorption does not 55 
exceed, even temporarily, a level producing toxic or 
other undesirable effects. . . . n 

Another object of our invention is to provide as ngledo- 
sag^UoSto'rqSlnidine gluconate therein the ac ive rug 
will be continuously and constantly released ^ a control- 6 n 
led rate within the body and dispersed throughoutthe 
gastro-intestinal tract without becoming stuck en route. 

Other objects of our invention are to provide an 
Improved therapeutic composition or the character 
described, that is easily and economically produced 
end which is highly effective in operation. 

Referring now to specific embodiments of our in- 
vention we show the following examples which are 
illustrative of dosage unit forms and their preparation 
thereof. 
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Example ! 

This example represents a 10 grain tablet 
containing 5 grains of quinidine gluconate 
and is made from a two part granulation as ,- 

2 grmlna - qulnldina gluconate 

2 grain. - powdered augar 
V, grain — »t«rc h 

Pert B 

3 grain* - qulnldtne gluconata 

2% gralna - bydrogen.ted ca.tor oil 
y* grain - •larch 

The part A is thoroughly Intermixed in dry form 
whereupon the mixture Is wet with a solution of 75% 
isopropyl alcohol and 25% water. The resu ing |d»p 
mass is then placed upon flat trays and allowed to 
dry using warm air. After the mass is dry. the dried 
mixture is forced through a 12 mesh screen. 

The part B is mixed in sufficient isopropyl alcohol 
until damp, whereupon the mixture is heated slowly 
with constant stirring until the h ^ n / ^ 
oil is melted and a- homogeneous mixture Is obtained. 
After the part B mixture has been placed on trays 
and allowed to dry. it is forced through a 12 mesh 

^"'resulting granules of each the part A and part 
B formulations are thoroughly intermixed and a trace 
of magnesium stearate added. The intermixed 
granules are then compressed into 10 grain tablets in 
a conventional machine. 

Example 2 

This example represents a 10 grain tablet contain- 
ing 4.5 grains of quinidine gluconate and is a single 
part mixture as follows: 

4.5 grain* - quinidine gluconate 
sis groin. - hydrogeneted coator oil 

I grain - ft arch 

1 grain - «Uiyl ceUuloae 

The hvdrogenated castor oil and ethyl cellulose 
are heated together 'Until thoroughly melted and 
homogeneously Intermixed. The quinidine gluconate 
is mixed with the starch and enough isopropyl 
alcohol added until this mixture is damp. The latter 
mixture is added to thP melted llouH i nf hvdrogenated 
r -gtrw oil and ethyl cellulose ana wnne me mell 

^^^^^*aiwiaaa)f""^^^^!^W^^^^^^^W 
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rastor oil and pthvl cellulose ana wmie u. c - 
TontmuAHSli- being healed, the UULUU Is continuously 
stirred until a homogeneous mixture Is obtained, tmb 
mixture is then poured upon trays and allowed to 
cool and solidify. The soUdified material is then 
granulated by forcing it through a screen or sieve 
of 12 mesh. , „ . 

A trace of lubricant such as magnesium stearate 
is added to the granulaUons and thoroughly inter- 
mixed. The granules are then compressed into 
10 grain tablets in a conventional tablet 

"^It 'is* to be observed that either of the ex- 
amples set forth above may be varied as to 
the final table size or with departures in the 
formation. 

U is also to be understood that various enteric 
materials such as waxes, fats, fatty acids and 
hydrogenated oils may be substituted in suitable 
proportions for the castor oil in the ex amples _ 
given without departing fromthe^sfnpw uf tin .i tn 
vention as follows;. 
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Fatty Acid! 



Hydrogenated OUa 



Oleic Acid Castor 
FeUow Fatty Actd Cottoneeed 
Stearic Acid Peanut 
Cottonseed Fatty Acid Soyabean 
Soyabean Fatty Acid Fallow 
Cocoanut Fatty Acid Sperm 
Com 
Olive 
Palm 
Repeeaed 
Cocoanut 



Waxee 

Beti 

Opal 

D ay berry 

Candelllla 

Cornaube 

Careeln 

Japan 

Monlaa 

Metro cryateJ- 

line-eerilene 
Paraffin 
osakerlte 
Ourlcary 
Spertnaeetlc 



Glyceryl stearates and/or oleates and their higher 
homologues roay also be satisfactorily incorporated. 
It has been found that a tablet made in accordance 
wi th the teachings of the above produces an average 
qulnidlne level of 2 to 4 milligrams per liter of blood 
plasma over a period of twelve hours when a single 
dosage of 1 gram is taken internally. It has been 
further found that effective Qulnidlne levels can 
be obtained by the taking of oral administration 
of one tablet every 10 hours. 

Although our invention has been described in 
considerable detail, such description is intended 
as being Illustrative rather than limiting, since the 
Invention may be variously embodied, and the scope 
of the Invention Is to be determined as claimed. 

We claim as our invention: 

1. A process of making a therapeutic tablet con- 



taining qulnidlne gluconate suitable for oral 
administration to control heart action which process 
consists of mixing and beating three and one-half 
parts by weight of hydrogen at ed castor oil and one 
5 part by weight of ethyl cellulose until both are 
thoroughly melted and a homogenous mixture is 
formed, separately mixing four and one-half parts 
of qulnidlne gluconate by weight with one part of 
starch by weight and only a sufficient amount of lso- 
10 propyl alcohol to render the mixture damp, adding 
the damp mixture to the molten mixture while heat* 
Ing the molten mixture, stirring the two mixtures 
and continuing the stirring and heating until the 
hydrogenated castor oil, ethyl cellulose, qulnidlne 
15 gluconate and* starch become intermixed and form a 
homogeneous mixture, pouring the mixture upon 
trays and permitting It to cool and solidify, granulat- 
ing the solidified material by forcing it through a 
12 mesh screen, adding a trace of magnesium 
20 stearate to the granules and thoroughly intermixing 
the magnesium stearate with the granules and there- 
after compressing the thus obtained mixture into 
tablets of the desired size. 
2. An orally administered therapeutic tablet for 
25 use In regulating heart action consisting essentially 
of four and one-half parts of qulnidlne gluconate, 
three and one-half parts of hydrogenated castor 
oil. one part of starch, one part of ethyl cellulose, 
all parts being by weight and a trace of magnesium 
30 stearate homogeneously mixed together. 
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